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I, Dr. Wolfgang Fleischer, do hereby declare and state: 

1 . I am a co-'invejottor pf the subject niatter disclosed and claimed in the above- 
itjejitificd patent application. 

2. J am currently General Manager of Mundipharma Research, GmbH & Co. 
ao, Limborg, Gennany, which is an associated company of EURO-CELTIQUE S. A., the 
^ignee of thp above-identified patent application. 

3. My academic background, technical experience and list of publications are s^t 
in my curriculum vitae, aciached hereto as STflubit 1, 

4. I have reviewed the above-identified patent application, the pending claimSt 
ahd the Office Action mailed Noveniber 26, 2002. I understand that the E?c;aminer has 

n jected the claims, inter alia, under 35 US.C. § 103(fl) on the allegation that tfie claimed 
^ ibject matter obvious over the disdosute of European Patent No, EP 639373 (the '373 
p atenf alone, or in combination with U.S. Patent No, 5,049,388 to Knight et at C'KnlghtO. 
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5. The am of wouod tceatiqcnt is generally to Isjefsp the amnbor of 
nfcpocttsamsras in the wound «s low as possible in ottte to prevent mfection mi sepsis, «id 
ai the same time, to stimulaw the tepair process in onfar to achieve optimuro healing and 
ql ality of wound closure, including lestaiing the tissue at the wound site to its otigijial 
a| pearance and function. However, agents that stimulate healing, wliich are largely based on 
m aniaining moisture content, ate usually contraindicated in the presence of a potential 
in cction since moist treatment of wounds increases risk of bactetial iniection. Additionally, 
a^ tiseptics and andWoiics are mostly inhibitoiy to gnoiulatiott or epithdializalion. Urns, 
th ste has been a need in the ait for treatnaents to both stinailate wound healing and picvcnt 
iii lection without inhibiting the other. 

6. I have reviewed the '373 patent, of which I am a co-inventor. The '373 patent 
tEAches that liposomes containing povidone iodine can be administered extemally, t«., to the 
sl( n Of eye, for treatment of an infection. Ftother, the '373 patent teaches that when 

llj Qsomes containing povidone iodine also contain a wound hcaUng promoting agient, such 
U| osomcs can also be used to treat an infection and to promote wound healing. A petson of 
01 Bnaiy skill in the art, upon reading the '373 patent, would itcogni2e that in otdct to 
ejAemally treat an infection and promote the healing of an external wound, liposomes 
cAtaining both povidone iodine and a wound healing promoting agent need to be 
ad ninisteied to the site of the wound. The '373 patent disclbses on page 3, line 15 that such 
w< wd healing promoting agents include compoimds such a vitamins, aUantoin and some 
aai ilenes. Thus, the *373 patent teaches that promoting wound healing is not the result of the 
^ >licatiQn of liposomes containing povidone iodine, but, rather, is the result of (he 
^ Jlication of liposomes also containing a wound healing piomoting agent, TTjere is no 
dj| closure in the '373 patent that teaches or suggests that liposomes containing povidone 
io« ine alone can be used without a wound healing promoting agent for pnimoting the healing 
of rounds or for suppressing undesired tissue formation (suppressing scar formation) or for 
rej toting the original appearance of tissue at a site «rf tissue damage in the upper respiratory 
traptorear. 

7, It was well known prior to the filing of the present application that iodine and 
iofine-containing compounds such as povidone iodine are highly oxidizing agents that have 
be( n used as topical disinfectants and anti-infectants. Further, allhough povidone iodine and 
Up Komes containing povidone iodine have been appUed enfernaUy, their internal appUcadon 
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tq more sensitive tissue, especially lung tissue, was taxngbt away by tbie ait in view ^ the 
ki own harsh oxidative natme of iodine and the Icnowci abitify of iodine and iodine 
ci uipounds to dasmgi^ and/or kiU cells, It was also known Hie art that iodine and iodine 
a mpounds can adver^dy effect wound healing, Lineaweaver «t a/., Arch Surg 
1! 0:257-270 (which is attached hereto as Exhibit 2) disclose that povidone iodine 
4 {nificantiiy retarded wound healing. Kallenberger et al, , 1991. Hyg + Med 16:383>-39S 
rhich is attached hereto as Bxhibxt 3) disclose that application of antiseptics^ j&uch as the 
iG dophores Braunol^ and Betadine^, significantly r&duced pmlifemion rales of epithelial 
c( lis. Thus, in view of the teachings of the prior art, a slgilled artisan would not have been 
m otivated to apply iodine coiopounds to external wounds in order to enhance wound healing. 

S. Much of the tissue in the upper and lower respiratory tract is lined with 
cAiated cells^ which cells are required for proper lung function. The cilia on the ce]] move 
(neat) in unison (frequency of about 16 Hz) to expel mucou^i and contaminants the 
xi spiratory tract. In situations where cilia function is ijiq}aired, respiratory ticact flinction is 
it ipaired, which can lead to disease and eventually death. Cystic fibrosis is one exemplary 
d sease caused by malfunctioning cilia. In view of the importance of not harming ciliated 
d ills and in view of the known ability of iodine coniipounds to damage cells» one skilled in the 
^ t would not have been motivated to apply iodine compounds to the xespi)caiory tract for any 
reason for fear of damaging the ciliated cells. 

9, However^ contrary to the expectations of the art, it has been phown by my cor 
iriventor and me that the application of liposomes containing povidone iodine to ciliated lung 

0 ills in vitro does not result in damage to the cells or inhibition of cilia function. As detailed 

0 1 pages 23-24 of the specification, the results of Test IV demonstrate th^ when ciliated 

q rithelium cells were exposed to 5% or 2.5% povidone iodine in solution, no ciliary activity 
y as subsequently observed, 2.^.. the ce]|ls were damaged or killed. However, when the ceUs 
M ere exposed to liposomes with 4.5% povidone iodine, no diffecence in ciliary activity was 
SI !en as conipared to the control cells. It is my opinion as a sldlled artisan that since 
U posomes containing povidone iodine did not damage ciliated cells in culture^ liposomes 
a mtaining povidone iodine wlU not damage internal respiratory tract dssue, in which such 
<4liated cells can be found. 

10. Flirther, contrary to the expectation in the art^ liposomes contaimng povidone 
iAdine without a wound healing promoting agent have been unexpectedly shown to suppress 
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u tdesixcd tissue formation, such as scars, and to restore the origiiud appe&t^nce of tissue at a 
si of tissue danjage. vvhich following post^-ming date leferenc^s clearly demonstrate: Vogt 
e\ aU 2001, Wound Rep. Reg. 9:116-122 C^ogl"), Reioaer etal.. 2000, Denn^tolagy 
21 H:235-241 C^emer"); and Lategrafied Frnal Swdy Report for HDM3401, Plfidency and 
T )IerabjJity of PVP-iodine-liposome-hydrogel (Hydrosom) in the treaiment of acute 
u msplantation wounds by IW. Dr. P. Vogt, May 8. 2003 CTinal Stiidy")^ I am itrfonned 
tl at copies of thepe references are being made of xecord in a Supplemental firfomation 

i; isclosuie Statejiient being submitted concurrentjiy with this Declaration, 

I 

1 1 . Vogt discusses a comparative study between the effects of a hydtogel 
A rmulation of liposomes containing povidone iodine and chlorohe;fidine gau^e 

ai iministration to patient receiving mephed sWn grafts after bums or reconatnictive 
p tjcedures. The results of the study showed that wounds treated with the povidone iodine 
a mtaining liposome formulation showed less graft loss, earlier epithelialization and better 
ti waling of the wounds than those wounds treated with the conventional gauze. See, the 
A bfliraci:. Rirthcr. Vogt discloses on page 119, leift columui that control treatment of the graft 
si te resulted in significant formation of scabs in the mesh holes, wbeieas tho$e grafts treated 
U idn liposomes containing povidone iodine resulted in a clean and smooth surface almost 
M ithout scab fonnatlon. Applicants submit that tiiese residts indicate that application of 
li [)osome$ containing povidone iodine aic able to suppress undesired tissue formation as well 
a I restore the original appearance of tissue at a site of ti^ue damage. 

1 2. Rdmcr discloses the results of a proof of concept phase n study wherein 

p nmary wounds of different origin were treated with a hydrpgel formulation of liposomes 
c >ntaining povidone iodine and conj^iaied to treatment with povidone iodine alone. As 
d scussed on page 240, left column, the leMts indicated that the graft talsse rate appeared to 
b 2 inq>roved and the wounds clo$ed more rapidly when treated with liposonoes containing 
povidone iodine. 

13. The Final Study summaiizes the results of a clinical uial of wound treatment 
V ith a povidone iodine liposome hydrogel and fat gauze as compared to treatment with a fat 
g juze. The results of the trial clearly showed thai treatment with the povidowe iodine 

li ^i&ome hydrogel results in better wound healing and significant less tirosplant losses. Rnal 
Study, page 95. 
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14. It i% my opinioTi as a skilled arti$ai) that the foregojng e;icpeninental evidence 
sMowjoig the promotion of wouxid heaUng and suppression of undesired ti$sue grow* by 
liposomes containing povidone iodine woujd be piedictive to one of sldll in the art that 

]i; osomes containing povidone iodine can suppress undesired tissue fonxxation or restore the 
01 iginal appearance of tissue at the site of tissue damage in the upper respiratory tr^ or ear. 
It IS alBQ my opinion as a skilled artisan that one skUled in the art wonld have no treason lo 
^ lubt tlxat a composition which suppresses undeaired tissue formation in the epidermis and 
u] iderlyjng eplihelial cell layer would not also suppress undesJt^d tissue formation in the 
u rper respiratory tract and/or ear. 

15. As explained m ^ 6 above, the '373 patent teaches that liposomes containing 
p ividone iodine can be administered extemally, U,, to the skin or eye for the treadix^nt of an 
ii fection. Further* when (he liposomes also contain wound healing promoting agents, the 

li >osQmes can be used to promote wound healing. There is no disclosure in the '373 patent 
tl at teaches or suggests that liposomes containing povidone iodine alone can be used for 
p omoting the heqfing of wounds or suppressing undesired tissue formation, e.g., suppressing 
s( ar formation. Moreover, as explained in 1 7 above, 4ie prior art taught away fcpm using 
ii dine compounds in wound healing as publications reported that iodine compounda inhibited 
^ ound healing. Further, there is no teaching or suggestion that liposomes containing 
p )vidonc iodine can be adminiatered to internal body parts. The mucosa of the eye is not 
c msicbred an internal body part. In fact^ as discussed in f 8, the prior art tau^t away from 
a Jplying any iodine compound to respiratory tract tissue, for any reason, for fear of damage 
U » the tissue by the iodine compound. 

16. I have reviewed the Knight reference. This publication discloses diat 
li Kisomes can be administered to the respiraiory tract. It is my belief that none of the 

0 impounds that are taught to be fcmulaied with liposomes in this rsfexence is in the same 
c ass of compounds as povidone iodine> which is a highly o^fidative chemical antiseptie 
z sent It was well know to the skilled artisan prior to the filing date of present invention that 
( Dvidone iodine is a highly oxidizing agent that has been used as a topical anti-infective and 
ij isinfecrive. Knight does not teach or suggest that any such oxidizing compounds can be 
t emulated with liposomes and applied to the lungs. Contrary to the Bxamineor's unsupported 
d legation, as a skilled artisan it is my belief that admini3tration of tiie liposomal formulations 
<l f Knight are not suggestive of adndnlstxation of liposomal formulations of povidone iodine 
t > the upper respiiaiory tract and/or nan-exi«mal parts of the ear because the compounds 



-5- 



=^l.riAR.2005 16:02 



MAIWftLD PfiTENTANWflLTSQIBH 



NR. 927 



S.7- 



fo mulaifid wlCh liposomes by Kniglit not in th« ^anie cl^3 of compounds to wbicb 
p< sridone iodioe belongs. Further^ Kjpdght does not teach or suggest the clfdmed methods for 
pjj nnoting wound healmg md suppxe&sing undcsited tissue formation or restoring tbe original 
8| )earance of tissue at a site of tissue damage in the upper respiratory tract and/or ear* 

17. I declare further that all statements made in ftis Declaration of my own 
k^wledge are true, ^nd that all stacemeuts made on inf ojin^on and belief are believed to be 
tti le, and further, that these statements were made with the knowledge that willful false 
slj ttements and t)>at like so made are punishable by fine or imprisonment, or both, under 
S c^on 1001 of Title 18 of the United States code and ttiat such willful false statements may 
j( )paidize the validity of this application and any patent issuing thereon. 



rjkted: 



Wolfgang 



Fleischer / 
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